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Second renal meeting 
in Bellagio, Italy
It is a truism that we are living during 
a pandemic of renal diseases, which 
by itself or in association with diabetes 
mellitus and hypertension is causing 
havoc in both industrialized and non-
industrialized regions around the world. 
Th e International Society of Nephrology 
had long recognized that the burden of 
renal disease is also prevalent in poor 
countries. Th ese issues were discussed in 
December 2005 at a meeting organized 
under the auspices of the Rockefeller 
Foundation in Bellagio, Italy. Here, fi ve 
international societies (the International 
Society of Nephrology, the World 
Heart Federation, the International 
Diabetes Federation, the International 
Atherosclerosis Society, and the 
International Society of Hypertension) 
held a strategic planning workshop. 
Dirks et al. provide a report from the 
meeting in this issue. Th e meeting 
focused on the problem of renal disease 
in developing and rapidly industrializing 
regions, including Asia, Latin America, 
and Africa. Leaders discussed the 
rationale and eff ectiveness of preventive 
measures and emerged with a global 
implementation plan. Th ey concluded 
that measures for primary prevention 
and early intervention for all the chronic 
vascular diseases are similar. Th e fi ve 
societies agreed that an integrated global 
approach to chronic vascular diseases is 
needed. Th ey resolved to work toward 
developing a consortium with the 
establishment of a 5-year plan for the 
prevention and treatment of chronic 
vascular diseases. Th e consortium 
will engage in public advocacy, advise 
international and national agencies, and 
improve education and the practice of 
established approaches. See page 1397.
Regulation of 
collecting duct 
sodium absorption by 
proteases and their 
inhibitors
Th e collecting tubule, the fi nal segment 
of the nephron, controls salt excretion. 
Th e epithelial sodium channel (ENaC), 
which mediates salt absorption, is 
regulated by a variety of factors, chiefl y 
the hormone aldosterone. Th e channel 
is also regulated by an increasingly 
bizarre group of proteins. For instance, 
the protease prostasin acts by digesting 
parts of the channel protein from the 
extracellular side. Th is, in turn, activates 
the ENaC, thereby increasing sodium 
absorption. Where you fi nd a protease 
you oft en fi nd an inhibitor; the serine 
protease inhibitor protease nexin-1 
(PN-1) was identifi ed as an endogenous 
inhibitor for prostasin. In a study from 
Japan, Wakida et al. examined the 
regulation of prostasin and 
PN-1 in an in vitro system by expressing 
the channel protein and the protease 
and its inhibitor in Xenopus oocytes. 
Prostasin increased the sodium current; 
overexpression of PN-1 reduced this 
current. When a collecting duct cell line 
was treated with transforming growth 
factor-β1 (TGFβ1), the expression of 
PN-1 increased, whereas physiological 
concentrations of aldosterone markedly 
decreased. Th ese results suggest that 
the protease and its inhibitor, targets of 
physiological regulators, might be part 
of the normal mechanism of regulation 
of ENaC activity in the kidney. When the 
expression of PN-1 was silenced by small 
interfering RNA in the cell line, ENaC 
activity increased. Th ese results suggest 
that PN-1 could have a natriuretic role 
by inhibiting prostasin activity. Also, 
aldosterone and TGFβ1 reciprocally 
regulate the expression of PN-1 in renal 
epithelial cells, contributing to salt 
retention or natriuresis, respectively, by 
an additional mechanism. PN-1 may 
represent a new factor that contributes 
to regulation of ENaC activity in the 
kidney. See page 1432.
Congenital nephrotic 
syndrome
One recent spectacular advance in 
nephrology was the identifi cation 
of one of the components of the slit 
diaphragm, nephrin, a protein whose 
mutation causes congenital nephritic 
syndrome of the Finnish type. Th at 
identifi cation inspired an avalanche 
of studies on other components of the 
diaphragm as causes of human nephritic 
syndrome. Children with the condition 
are born with severe proteinuria but 
rapidly develop renal fi brosis. In a new 
study, Kuusniemi et al. examined the 
development of glomerular sclerosis in 
kidneys removed from young children 
with congenital nephrotic syndrome. 
Th e authors found progressive mesangial 
sclerosis, capillary obliteration and that 
most of the infl ammation surrounded 
the glomerulus rather than being 
in the mesangium. As expected, the 
podocytes showed severe changes 
including hypertrophy but had no 
signifi cant proliferation or apoptosis. 
Many podocytes were shed into the 
urine. Th ese morphological results 
suggest that the mechanism of nephron 
loss and destruction was probably due 
to glomerular destruction that follows 
damage to the podocyte, including 
mesangial expansion and infl ammation, 
rather than to podocyte depletion per se. 
See page 1423.
